The present meta-analysis aimed to assess the effect of the herbal medicine on the vaginal epithelial cells (VECs) among the menopausal subjects.
Introduction
Menopause is a natural biological transition in life experienced by all women as they age, 1, 2 which is caused by end of ovarian function resulting in permanent discontinuation of the menstrual cycle. 3, 4 Women live a third of their life in the period of menopause. 5 Some of the respective consequences following the menopause characterized by estrogen deficiency are vaginal atrophy, bone loss, mood and flashes. 6 The quality of life of the postmenopausal women is affected by Genitourinary syndrome 7 whose symptoms though are attenuated widely by hormone therapy. Reportedly, there are several complications following the hormone therapy, including high risk of breast cancer, endometrial cancers, 8 breast tenderness and venous thromboembolism. 9 Therefore, the herbal medicines nowadays have attracted further attentions as safe alternatives by many postmenopausal women. 10 To the best of our knowledge, limited studies investigated the effect of herbal medicine on vaginal atrophy among menopausal women and there are some new published trials. Accordingly, it is essential to update the knowledge through the systematic review or meta-analysis in this regard. The study inclusion criteria were the randomised controlled trials assessing oral herbal medicin effects on the maturation
Effect of Herbal Medicine on Vaginal
In the initial, 672 trial was explored Trials was assessed in detail n = 24
Studies included in the meta analysis n = 11 648 trials was exclude after screening titles and abstracts
Studies excluded due to in combination with others herbal medicine, topical and did not report MV n = 13 
Statistical analysis
Comprehensive meta-analysis software 12 was used to determine the standardized mean difference (SMD) for each study. The high heterogeneity among trials made us to reporte the data on the basis of Random Effect Model (Dersimonian and Laird method).
Results
The selection process of randomized controlled trials (RCTs)
for enrolling in the current meta-analysis is illustrated in Fig. 1 , and the specifications of the studies have been summarized in Table 1 . Overall, eleven studies 13~23 met our study inclusion criteria. The SMD of the of MV increased up to 0.48% (95% confidence interval [CI], 0.108-0.871; P = 0.012).
The findings revealed high degree of heterogeneity (I 2 = 84%; P < 0.001) (Fig. 2) . Therefore, the sensitivity analysis was carried to explore the causes of heterogeneity in crossover trials. The individually exclusion of each study had no significant changes at the level of heterogeneity. No asymmetry was seen in the funnel plot of the trials assessing the effectiveness of herbal medicine on the of MV (Fig. 3) . The absence of the publication bias was confirmed using the Egger' s regression intercept test (P = 0.056) (Fig. 2) . We also The of MV showed a significant increase by 0.358% (95% CI, 0.073-0.871; P = 0.014; I 2 = 53%; P = 0.052) (Fig. 4) .
Discussion
This is the first meta-analysis to explore the herbal medicine effect on the VECs among menopausal women.
According to our findings, the herbal medicine has had statistically significant effect on the vaginal atrophy.
The meta-analysis of several trials demonstrated that the SMD of the MV had significantly borderline increase in the soy group compared to the control group. However, heterogeneity was high. We performed the subgroup analysis in which the meta-analysis was limited to the trials evaluating the effectiveness of the soy on the VECs, which a significant increase was found in the effect size compared to previous meta-analyses. In addition, our meta-analysis had lower (I 2 = 53%) homogeneity compared to the previous investigations (I 2 = 81%). 
Conclusion
According to the findings obtained from our meta-analysis, the use of herbal medicines in different studies showed statistically significant positive effects on the VECs. The subgroup analysis of the patients receiving soy indicated also significant effects on the VECs. However, high heterogeneity among the trials makes ambiguous the definitive conclusions on the beneficial effects of herbal on the VECs. 
